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.' : rsis k\1. Dr. ! 'wo Su 3tc:cb> declare - n fll 



1 . I received my Ph.D. in Immunology in 1 986. A copy of my curriculum vitae was 
included with my prior declaration submitted on September 29, 2006. I am employed by 
Isogenis, Inc., the assignee of the above-referenced patent application and currently serve Chief 
Scientific Hiker of the company. 

2. I have read and am familiar with the disclosure in the above-referenced 

pin uioi hav < . >> » el! the ; i <\, - nine 1 >i\t^, re Hie* Can 
mailed August 23, 2007, along with the contents of U.S. Patents 5,242,687; 5,601,828; and 
x 623,0 c kocinski eft (1 rfnafi he kocinski \ 1 - 

3. I understand that the Examiner has a number of concerns regarding the novelty of 
the instanth the Tykocinski patents. Specif i examiner is 
concealed about whether the Tykocinski patents disclose all of the features of the present claims. 

4. I have scrutinized the Tykocinski patents and am certain that they do noi ie.-L !■ j> 
ca^ \ speeb Ik pu it inu >n. 3 non 5 . . .1 >, r •, < ik u-o 

£ )3 d n alone to tb ell rcspoi es, hi instead on!) « D8 condar gand 
constructs. Scc< 3 i >ne of the Tykocinski i :nt e< D8inconj ..-<. n with a 
transmembrane domain to associate the CDS alpha chain on the cell sur c x < 'cad use the 
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secondary ligand as the membrane-binding moiety. I will now explain why both of these 
conclusions must be drawn from the teachim- ei ,h: i\L'ek>4i putem- 

5. The Tykocinski patents teach, that CDS can inhibit T cells and other cells only 
mil is its i id, >pecifica!ly, a secondar I I \vould 

otherwise m, 01 is a celluhu ictiv; or. See, Tykocinski -828, column Mines 40-43; 
Tykocinski '056, column 3, lines 40-43; and Tykocinski '687, column 3, lines 44-48 

Sp< ci • . all . we have established that a native or genetically engineered CDS peptide can 
inhibit T cells and other cells when said CD8 peptide is associau J . >• « , u.< ->o /oto/../ 'hat 
vouki oih% • . , ■ Fionas a cellular activator.") (emphasis added). I he I i ski patents 
> ther requ a sociation with these one or more secondary ligands to achieve a 
)h rmacolog Ilj ti « I Scot i ition. See, Tykocinski *828. co mm U 
Tykocinski '056, column 2, lines 25-28; and Tykocinski "687, column 2, lines 27-30 ("A 
pharmacologically active CDS composition comprises a CDS peptide associated with one or 
man ^:ve to direct CD8\s inhibitor} 

cells.") (emphasis added). Thus the patents clearly teach the need to associate CDS with at least 

te other mo a : motions as a cellular activator; and (2) serves to direct 

CD8's activity to specific target cells. 

6. " spectfl iti< proceed to vid merous example of si in 3 tie } T k ; 

- envisioned, including the following: a peptide ,L , \ major 
histocompatibility (MHC) protein (see, e.g., Tykoicinski '828, column 2, lines 39-42; Tykocinski 
'056, column 2, lines 39-42; and Tykocinski '687, column 2. lines 42-45); an '. 
{*e, e.g.,» Tykocinski '828, column 2, lines 51-52; Tykocinski '056, column 2, lines 51-52; and 
lykodnski *687, column 2, lines 54-56); an unprocessed antigen (see, e.g., Tykocinski '828, 
column 6. inee*- hkiK i-Ai Ooo, cokitvn 6. fin and ; oci k 087. column o - 4*. 
an Fv (antigen-binding) domain (see, e.g.„ Tykocinski *828, column 6, Ikes 59-61; Tykocinski 
; 056 column 6 

e.g., Tykocinski '828, column 7, line 1; Tykocinski '056, column 7, line 1; and Tykocinski *687, 
column 7, line 12); a lectin (see, e.g., Tykoicinski '828, column 7, ikes 6-8; Tykocinski *056» 
column 7, Ikes 6-8; and Tykockski '687, column 7, lines 17-19); and an anti-idiotypic mimic of 
another ligand (sec, e.g., Tykocinski '828, column 7, Ikes 13-16; Tykocinski '056, column 7, 
Ikes 13-16; md'J >1 >einski "f*S7. umii 7 lines 26-29). As can be seen, most of the 
©tied c lar itga is . t tides that are covalently linked to CD8. 

7. In contrast, the present invention employs CDS alpha without any additional 
moiety to bti >i N „ v „{ o on of T cell responses. Acc rd: 1 , . i iacldngthe 
secondary ligand taught by Tykocinski, Applicants' expression vector nevertheless effectuates 
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pharmacological activities includiflg S|K«rffeaMy hMbifi^ ibs development of T cell responses 
and extendi ig ih umva an al by 1 n ec km N c h achings can be found in (01 
deduced from) any of the Tykocinski patents. Instead the Tykocinski patents require association 
with a targeting, cellular-activating moiety to achieve pharmacological activity. 

8. Turning to the second point of diffct e. ■ v... . ;\t t ..v > ; patent.- onh teach 
using the CD8:ligand constructs to coat ceils via their secondary ligands. As noted above, the 

• 1 i ' u si i patents teach that the secondary ligands are needed for pharmacological activity and 
to direct sue'- aad ip to : He target cells. Indeed, the specifications provide: "A broad array 
of CDSrligand combinations can be used, each of which permits the iffl%etfytgofCD8 - 

ti amy acti ir. to a spt cific n bset <>' t el s." See. - > cinsi 28, column 2. lines 34- 16; 
Tykocinski * lines 34-36 and 1 > ko< ;:»ski *687. column 2. lines 36-39 (emphasis 

added) sili 1 lii-and Hurt ees i cell- ;nei s i b of CD8"s activity, according to the 
Tykocinski. patents, it follows that the ligand is responsible for binding to cell surfaces. 

9. The entirety of the teachings from the Tykocinski patents support this conclusion, 
The patents discuss embodiments where CDS peptides are linked to membrane-binding ligands, 
andprmid. s . iphosphol;? d uk! , ' * v - | e >d e a> the preferred embodiment 
Indeed, the a \\ sinositolph* phol . i-modified CD8 peptide is the only peci ic sample ol a 
merrAirane-blEKlmg CDS eomposMon provided in 'the entire three patents. All :ti» detailed 

i , ipies, providing detailed experimeo I mc v. i.d\d , . uss the 
glycoinosi,< , • • . 'pid-modified CD8 peptide as the niemhmr^irKling embodiment. See. 
Tykocinski '828, columns 8-10; Tykocinski '056, columns 8-10; and Tykocinski '687, columns 
" • ■' -enhiiit! producunn of ;« gljctai »s? up >bpht»Hpid- modified CDS peptide); see 
Tykocinski *828, columns 1 2- 1 3; I vkocinski "056, columns 12-13; and Tykocinski '687, 

-v.ocol for reducing graft rejectioa u.-.n._ i somes c I 
glycoinositolphospholipid-modified CD8); see Tykocinski '828, column 15, lines 36-55; 
1 \ koclnski '056. column 15, lines 30-49; and T\ ko< nski '687.ee umn 16, lines 1-14 

craft with a glyco j \dCD8 

■ i ids vkocinski '828, column 15, lines 56-67 and column 16, lines 1- 
38; Tykocinski '056, column 15. lines 49-67 and column 16, lines 1-38; and Tykocinski '687, 
colnmn 16, Ikes 15-63 (describing pre-treating bone marrow with a glyeoinositolphosphoiipid- 
modiGcd C 1 > . I o > - > 1 s « - osolu m ded CD8 is also the 

only specific surface-expressed embodiment mentioned in the Tykocinski patents, appearing in 
claim 5 of Tykocinski '687. 

10. In contrast, the present invention employs the CDS alpha chain alone in 
conjunction with a transmembrane domain to bring about its surface expression, as opposed to 
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using a se^ > ge No such teachi •• . t , v deduced from) any of 

theTykocin- j o n. v is id ie.i 1 Ihv it! ir.-fra 1 \ v ,' , -. quence for the CDS 
peptide with the coding sequence for a glycoiinmtolpimsphoUpid-mcKiijSed protein. See, e.g., 
* k< t risk 828, co in 7. 1 16 v (* * koc iski * >lui m lin i9 id Tykocin ki 
'687, column 7, Ikes 61-65. 

It. In desL ingthe product io - >f membrane-binding C'! ) N : nstructs, the 

Tykocinski specifications provide: "Coding sequences can be genetically engineered to create 
membime-binding forms by linking, or retaining the linkage off,- 
uid s ondan. pep! idc und * 1 < . s seq . lor hvdrophobk tension peptides ol 
transit nl i eprot< os; os 1; coding sequences tl ; iire* ehcoinositolphosph* iipi . 
modification f pepl ides inside cells." Tykocinski *828, column 7, lines 26-33; Tykocinski 

> column ' i !ic- 25-12 <. ko>, ski eoi m? s- ' s > ! undeistand iln 

teaching the modifications referred to must occur in the "secondary peptide fid"* notions of 
the CDS constructs being described. First, the phrase "CDS and secondary peptide ligands" 
»ns apply to a linked construct, comprising both a CDS peptide 
ikJ portion. V-cos _ • is reh on their 

econdun hgand portions to direct C? >S s acih .'« ; ^* ct,» ce 3 . it follows i lui the 

- .ndary ligand must be c ipab of "pic* ig" the right t c v^'k. Havkgamemhi 
bkdingmok-') that in,..:;-.- is with specific target cd wdil cis ti >q re * < v notion of the 
secondary ligand. Were the membrane-binding modification to occur in the CDS portion, no 
such specificity could be achieved, as the Tykocinski patents nowhere teach any specific 

. ,1> on the part of CDS, modified or otherwise. 1 i- ••*>. . uct that the only 

i cd in the three patents is one that binds cell membranes 
c\cius ; \c!> \ia its second,! Hgand poido >inosil, pi > «,n ip J , >dil i , . Uci , 

1 orti* n stn i giy sup] r< i o conclusion. 

13. fn sum, the Tyfc ! 1 ! \ t teach tl D8 alj ' ne i 

T cells, as the) ead teach only the use of CDS in assoe h ; and to bring 

ph • acological effects. Further, the Tykocinski pater- • - , * t 

transmembrane domain with CDS to effect surface expression, as they instead teach only the use 
of linked, membrane-binding ligands, not naturally associated with <. 1 >s. to target ( D8's acti\ it) 
to 'Specific cells. Accordingly, the invention as presently claimed remains novel in view of the 
fyko insk i p itt m > 
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;4 I hereto i ail siatei mis made here i n o n kn k\ige are true 

ind that all s ements m »de * inft rmatios and bel ef are be ave< o u < in e ai c further that 

nts were made with the knowledge that willful false state- :ntsa dthe] .. so 
• td* are pu ishable by fine Cff fea^Jrisonment, or both, under 18 U.S.C. 10U < < 

isv - t cats may jeopardize the validity of the application or any patent issuing 

thereon. 





Dr. Uwe Staerz 
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